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1377-0170P 

IN TPS U.S. PATENT AtyD TOBDSttRK CFPXCE 
Applioajit: B&ADY frl, Cofif.s 94«& 

7il$d? August 24, 2001 Examinar: Denial M. SulliVntt 

For: ipEffiTWFicft^EW of qmsfi fi&vxjiG * Rfitfi 

IN TKB PMSBBXWDXCW OF DIABETIC 

Cotn&iesianer £ttr BAS-enc* 
P.O. Box 14S0 
Alexandria, VA 3230,3-1450 

Sirs 

I , Pinlatt K&rtAj\ ^, do henhy deal^n* the 

following 

I em inventor c£ the claim**?! invention of the above** 
CAdtiaaed application. I a& also one ^killed la the field, of 
the invi^tiojx ann mlly knowledgeable o£ zix* spate of the axe 
or tfce invention. 

Is toy opinion, the geae represe&tod by SBQ XJD W0?1 i$ 
differentially up -regulated in reepeane to glucose. Jn 
addition, tne gene of SSQ id UO:l and th* protein encoded from 
tha gene Are involved with the presentation of dlehetio 
nephropathy. 
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I. Differential up >■ regulation of 8BQ ID MO a 1 

The gene of SEQ ID $Ozl is also known as IHG-1. As shown 
in attached Figure 1, the gene of SEQ ID NO:i is 
differentially up-regulated in response to glucose. 

in the experiments of Figure l , tnesangial cells were 
exposed to SttK glucose (control) or 30mM glucose for seven 
days. Quantitative real time PCS. analysis of the raiura of IHG- 
1 shows that the expression of IHG-1 (SEQ XP NOiH) in 
mesangial cells increases by' a factor of 23 when cultured with 
30 tcjA glucose, compared to the normal 5 mM glucose 
concentration. Thus, SEQ id NOil is differentially expressed 
in the presence of glucose. 

II. Involvement o£ flEQ IP NOsl (IHG-l) in diabetic nephropathy 

In my opinion, one skilled in the art -would conclude that 
the gene of SEQ ID mil and the protein encoded by the gene 
are involved in the presentation of diabetic nephropathy. 

The protein encoded by SSQ ID NO; 1 (ihg-1) shows a 
characteristic cellular distribution in mesangial cells and 
other mammalian cells* The protein encoded by SEQ ID NOil 
specifically associates with the mitochondria. See Figure 2 
of the declaration. 

in the experiments of Figure 2 F primary human mesangial 
cells over-expressing vs-tagged IHG-1 (A) and mink lung cells 
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<^ex-expMMi$s vs-taggcd ihs-i (g) wC co stained with 
fluoraMeat^con jugate* antibodies to datermin* iag-i 
localisation, The iRg&mioch^niatry fltudies off rigura 2 
SetOOJUtrate tba localisation of 1HB-1 to the mitochondria of 
the Cell*. 

It is ace<a»ted ia the art that a inajor ipoleeular 
mecEhwiiajp for diabetic nephropathy progression is the 
production of reactive car^ea ap»oi«* in mitochondria of 
tneetansfittl cells. One skilled in th* art wwuld predict from 
tlx© di«are*tial e9Qprfr*aion of fiBQ ID W3 = l by glwjoae and the 
localization of the IHG-1 psotaia encoded by SBQ ZD HQ; I that 
flBQ 10 NOrL i$ involved with the dlabafcic nephropathy. 

2 each her*by declare that all atatenteuta ude Serein 
o£ my own. Jcnowlodge are true and that all statement* tw*ae c*a 
infojnwtica and belief are Relieved to ha true; and furth** 
that these abatements were made vith the teowiadge that 
willful £ala« statements and the like bo made are punishaM,© 
by fine or imprieonment, or both, under Section looj, of 
Title 18 of the t*iited States* cod* tod fcfa*t auch willful 
f aloft Statements may jeopaxdiaa thf» validity of tho 
application or any patent issued thereon. 

By [f- Date *» 

Attachment* i Pigoxea 2 and 2 
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